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2. 
3. 



This REPORT consists of a total of 5 sheets, including this cover sheet 

This report is also accompanied by ANNEXES, comprising: 
a [^J (sent to the applicant and to the International Bureau) a total of 



sheets, as follows: 



b. 



[ | sheets of the description, claims and/or drawings which have been amended and are the basis of this report 

— and/or sheets containing rectifications authorized by this Authority (see Rule 70.16 and Section 607 of the 
Administrative Instructions). 

| [ sheets which supersede earlier sheets, but which this Authority considers contain an amendment that goes 

— beyond the disclosure in the international application as filed, as indicated in item 4 of Box No. I and the 
Supplemental Box. % * 

(sent to the International Bureau only) a total of (indicate type and number of electronic carriers)) 

1 disk , containing a sequence listing and/or tables related thereto, in computer readable 

form only, as indicated in the Supplemental Box Relating to Sequence Listing (see Section 802 of the 
Administrative Instructions^ 
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Box No. I Basis of the report 

I | Box No. II Priority 

| | b ox No. in Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

(J Box No. IV Lack of unity of invention 

|^j Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

| | Box No. VI Certain documents cited 

| | Box No. VII Certain defects in the international application 

| | Box No. VIII Certain observations on the international application 
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International application No. 

PCT/JP2003/001475 



Box No. I Basis of the report 



1. With regard to the language, this report is based on the international application in the language in which it was filed, unless 
otherwise indicated under this item. 

1 I This report is based on translations from the original language into the following language , 

which is language of a translation furnished for the.purpose of: 

I I international search (under Rules 12.3 and 23.1(b)) 

I I publication of the international application (under Rule 12.4) 

I I international prelirninary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements of the international application, this report is based on (replacement sheets which have been 
furnished to the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report): 

[X] The international application as originally filedVfurnished 
I | the description: 

pages 

* 



, as originally filed/furnished 



pages* 



received by this Authority on 
received by this Authority on 



□ 



the claims: 

pages 

pages* 

pages* 

pages* 



, as originally filed/furnished 

, as amended (together with any statement) under Article 19 



received by this Authority on 
_ received by this Authority on 



1 | the drawings: 

pages 

pages* 



, as originally filed/furnished 



received by this Authority on 
received by this Authority on 



|2S| a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 

3. |^| The amendments have resulted in the cancellation of: 
I | the description, pages 

| | the claims, Nos. 



| | the drawings, sheets/figs 

I | the sequence listing (specify): 

I I any table(s) related to sequence listing (specify): m 



4. This report has been established as if (some of) the amendments annexed to this report and listed below had not been 
made, since they have been considered to go beyond the disclosure as filed, as indicated in the Supplemental Box 
(Rule 70.2(c)). 

[Z] the description, pages 

[ [ the claims, Nos, 

[ | the drawings, sheets/figs 

I [ the sequence listing (specify): 

I I any table(s) related to sequence listing (specify): 



If item 4 applies, some or all of those sheets may be marked "superseded. " 
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Supplemental Box Relating to Sequence Listing 



Continuation of Box No. 1, item 2: 



1. 



a. 



c. 



type of material 
[XI a sequence listing 

table(s) related to the sequence listing 

format of material 
I I in written format 
1^1 in computer readable form 

time of filmg/mrm^hing 

□ 

contained in the international application as filed 
|^| filed together with the international application in computer readable form 
□ furnished subsequently to this Authority for the purpose of search and/or examination 

□ 

received by this Authority as an amendment* on 



£ fu^X £ r^ZT.^ , .w ^^ 11 ° r ° f 8 Sequence listin g md/01 tabIe ( s ) relating thereto has been filed 
LSl filZ^ statements that the ^formation in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



|3. Additional comments: 



\e report, may be marked 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



2, 6 



1, 3-5, 7-14 



1-14 



1-14 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 



Document 1 



Document 2 



Eur. J. Clin. Pharmacol., April 2002, 58 
(1) , pages 11-14 

Biochim. Biophys. Acta, 28 April 1998, 1406 
(3) , pages 267-273 



1. The inventions set forth in claims 1, 3-5 and 7-14 lack 
novelty and do not involve an inventive step in the light 
of the inventions presented in document 1 cited in the 
international search report. 

Document 1 presents a method for detecting the drug 
metabolization capacity of UGTs, which includes a step for 
detecting mutations in the exon 5 region of the genes that 
code the UGTs, wherein said step specifically detects for 
mutations within the exon 5 region of the isoforms, which 
corresponds to amino acid 486 in the amino acid sequences 
of UGT1A1 molecules. Document 1 also presents fragments 
from UGT genes that include said mutation, indicates the 
use of said gene fragments as probes in the aforementioned 
detection method, and presents a detection kit for use 
with the aforementioned method. 

Consequently, the inventions that are set forth in 
claims 1, 3-5 and 7-14 are considered to be the same as 
the inventions that are presented in document 1. 
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2. The invention that is set forth in claims 2 and 6 does 
not involve an inventive step in the light of the 
inventions that are presented in documents 1 and 2 cited 
in the international search report. 

Document 2 indicates that the introduction of a 
mutation into the TATA box of a UGT1A1 gene causes a 
decrease in the expression of UGT1A1. 

Therein, the introduction of a mutation into the 
TATA box refers to augmenting the repeating TA sequence, 
and the fact that the introduction of this mutation causes 
a decrease in the expression of UGT1A1 signifies that such 
mutations will have an affect upon the drug metabolization 
capacity of the UGTs . 

Therefore, it is considered to be easy for a person 
skilled in the art to conceive of incorporating the 
detection of mutations such as a decrease in the repeating 
TA sequence present in the TATA box into the invention 
that is presented in document 1 in order to detect for a 
plurality of elements and thereby increase the accuracy 
with which the drug metabolization capacity of UGTs is 
detected. 

In addition, document 2 indicates that mutations in 
the 71 st and 4 8 6 th amino acids in the amino acid sequence 
of a UGT1A1 molecule cause a significant decrease in the 
activity of said enzyme. 

Consequently, it is considered to be easy for a 
person skilled in the art to conceive of detecting for 
mutations in the 71 st amino acid in the amino acid 
sequence of a UGT1A1 molecule in the invention that is 
presented in document 1 in order to detect the activity, 
which is to say the drug metabolization capacity, of the 
UGTs. 
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